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M2Z!j 

A mendments to tha Specification- 

Please «.dd the following q§w paragraph after the title of the application beginning at page 1 , line 1 : 

Cross-Reference to Related Applications 
- This application is a continuation of U.S. Application Serial No. 09/563,286, filed May 3, 2000, which 
is a continuation-in-part of U. S. Application Serial No. 09/428,082, filed October 22, 1 999, which claims the 
benefit of United States Provisional application 60/105,371 , filed October 23, 1998, which are incorporated by 
reference herein. -- . ' 

■ 

Please replace the following paragraphs and table with the following rewritten paragraphs and table: 

At page 14, replace lines 22-25, with the following: 

: igure 5 shows a synthetic scheme for the preparation of PEGylated peptide 19 (SEQ ID NO: 3) as ' 
fire pareti through intermediates having SEQ ID NOS: 1 152 through 1 155. resp ^ii^fy 

■ 

Figure 6 shows a synthetic scheme for the preparation of PEGylated peptide 20 (SEQ ID NO: 4) as 
prepared through intermediates having SEQ ID NOS- 1 ififi a nd 1 157. respectivAly . 

At pageS 51-52, replace Table 12, with the following: 



Sequence/structure 


SEQ 
10 NO: 


HSDAVFYDNYTR LRKQMAVKKYLN SILN 


590 


Nle HSDAVFYDNYTR LRKQMAVKKYLN SILN 


591 




592 
1142-1151 


X,SX.LN 


593 


NH CH CO KKYX5 NH CH CO X6 

1 1 
(CH21m Z (CH2)n 


594 




KKYL 


595 


NSILN 


596 


KKYL 


597 


KKYA 


598 


AVKKYL 


599 


NSILN 


600 


KKYV 


601 


SlLauN 


602 


KKYLNIe 


603 


NSYLN 


604 


NSIYN 


605 
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ftKYLrrNSILN 


606 


LaursKYL 


607 




608 


KYL 


NR 


t\KYNI6 


609 


VKKYL 


610 


UnoIUM 


611 


YLNSILN 


612 


KKYLN 


613 


KKYLNS 


614 


KKYLNSI 


615 


KKYLNSIL 


616 


KKYL 


617 


i/l/\/r\ a 

KKYDA I 


618 


AVKKYL 


619 


NSILN 


620 


KKYV 


621 


Oil .,ikl 

oILauN 


622 


HO T LJN 


623 


NSIYN 


624 


KKYLNIe 


625 


KKYLPPNSILN 


626 


KKYL 


627 


KKYDA 


628 


AVKKYL 


629 


NSILN 


630 


KKYV 


631 


SILauN 


632 



At pages 61 -63 replace Table 20, with the following: 



Sequence/structure 


SEQ 
ID 
NO: 


Activity 


VEPNCDIHVMWEWECFERL 


1027 


VEGF-antagonist 


GERWCFCGPLTWVCGEES 


H AO 4 

ruo*f 

1141 


VEGF-antagonist 


GERWCFCGPLTWVCGEES 


1084 


VEGF-antagonist 


RGWVEICVADDNGMCVTEAQ 


1085 


VEGF-antagonist 


GWDECDVARMWEWECFAGV 


1088 


VEGF* antagonist 


GERWCFDGPRAWVCGWEI 


501 


VEGF* antagonist 


EELWCFDGPRAWVCGYVK 


502 


VEGF- antagonist 


RGWVEICMDDYGRCLTEAQ 


1031 


VEGF- antagonist 


RGWVEICt-SDVWGRCL 


1087 


VEGF- antagonist 
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RQWVEICESDVWGRCL 


1088 


VEGF- antaaonlst 


GGNECCIARMWEWECFERL 


1089 


VEGF- antaoonist 


RGWVEICAADDYGRCL 


1090 


VEGF-antagonist 


1 CTTHWGFTLC 


1028 


MMP inhibitor 


CLRSGXGC 


1091 


MMP inhibitor 


| CXXHWGiFXXC 


1092 


MMP inhibitor 


1 CXPXC 


1093 


MMP inhibitor 


CRRHWCiFEFC 


1094 


MMP inhibitor 


STTHWGFTLS 


1095 


' MMP inhibitor 


CSLHWGFWWC 


1096 


CTLA4-mimetic 


GFVCSGi FAVGVGRC 


125 


CTLA4-mimetic 


aft I JPM . .a***. A 1 vri ,a*H. __ - m 

APGVRLGCAVLGRYC 


126 


CTLA4-mimetic 


LLGRMK 


105 


Antiviral (HBV) 


I A* 1 ^ \ afl 1 ^"^L #»AA ill Atflft ■ ■ ■ B VAVK .a^aWBIaM At AKi A ■ a* Ai A. a a A*^A A*A a, a a. .ahA A AT 

ICWQDV/GHHRCTAGHMANLTSHASAI 


127 


C3b antagonist 


1 -4% — n a a*a *— ■ a a aa— a lift aw. a^k a^am 

ICWQDV/GHHRCT 


128 


C3b antagonist 


CWQDWGHHAC 


129 


C3b antagonist 


STG GFD[)VYDWARG VSSALTTTLVATR 


185 


Vinculin-binding 


^"fCaA JMaV #** BL IVl r\ «gk 1 1 | a pdL B . - — jp. . a aammmmmmmmmma aaa 

STGGFDDVYDWARRVSSALTTTLVATR 


186 


Vinculin-binding 


A^ft ■■ft « A at ft a B^B s ta MBA A a A A A a ^am. A ■ a^a. A A a a a a a^M j _am_ _ _ _ » 

SRGVNFSEWLYDMSAAMKEASNVFPSR RSR 


187 


Vinculin-binding 


SSQNWDMEAGVEDLTAAMLGLLSTIHSSSR 


188 


Vinculin-binding 


SS PSLYTQFLVN YESAATR IQDLLIASRPSR 


189 


Vinculin-binding 


SSTGWVDLLGALQRAADATRTSIPPSLQNSR 


190 


Vinculin-binding 


DVYTKKELIECARRVSEK 


191 


Vinculin-binding 


EKG SYYPGSGIAQFHIDYNNVS 


192 


C4BP-binding 


a#* W1a a a .a^av a ■ a A a a • a a a -aA. — a%. ■ fc ^ . - 

SGIAQFHIDYNNVSSAEGWHVN 


193 


C4BP-bindinq 


t ft ^"^P*ft A If** 1 af* A*H aff^A ft aTft a* JBi Alata .A1BV a A jk AB«A ■ . -a_ a a am. a a ■ ■ m _ - a _ _ . B , , . 

LVTVEKGSYYPGSGIAQFHIDYNNVSSAEGWHVN 


194 


C4BP-binding 


SGIAQFHIDYNNVS 


195 


C4BP-bindinq 


LLGRMK 


279 


anti-HBV 


allgrmkg 


280 


anti-HBV 


LDPAFR 


281 


anti-HBV 


CXXRGDC 


322 


Inhibition of platelet 
aggregation 


RPLPPLP 


323 


Src antagonist 


PPVPPR 


324 


Src antagonist 


XFXQXWXXLXX 


325 


Anti-cancer 






(particularly for 
sarcomas) 


KACRRLFGPVDSEQLSRDCD 


326 


p16-mimetic 


RERWNR)FVTETPLEGDFAW 


327 


' pl6-mimetic 


KRRQTSMTDFYHSKRRLIFS 


328 


p1 6-mimetic 


TSMTDFYHSKRRLIFSKRKP 


329 


b1 6-mimetic 


RRLIF 


330 


p1 6-mimetic 


KRRQTSATDFYHSKRRLIFSROIKIWFQNRRMKWKK 


331 


p1 6-mimetic 


KRRLIFSH.RQIKIWFQNRRMKWKK 


332 


p1 6-mimetic 


Asn Gin Gly Arg His Phe Cys Gly Gly Ala Leu He His Ala Arg 
Phe Val Mut Thr Ala Ala Ser Cvs Phe Gin 


498 


CAP37 mimetic/LPS 
binding 
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Arg his Pie cys Gly Gly Ala Leu lie His Ala Arg Phe Val Met 
! i nr aib mj9 par uys 


499 


CAP37 mimetlc/LPS 
binding 


uiy r nr a g uys bin vai Ala wy r rp Giy ser Gin Arg Ser Gly 

fnh/ Arn 1 i&tt Qqk Aim DKa Dp*a Am D^ia A^rt 

uiy rtrg usu wBi Mig rne rro nrg rne vai ™n Val 


500 


CAP37 mimete/LPS 
binding 


WHWRHRIPLGtAAGR 


1097 


carbohydrate (GD1 
alpha) mimetic 


LKTPRV 


1098 


•2GPI Abbindina 


INI LMrnv 


1099 


! »2GPI Ab binding 


NTLKTPFIVQGC 


1100 


•2GPI Ab bindina 


KDKATr 


1101 


•2GPI Ab binding 


KDKATFGCHD 


1102 


♦2GPI Ab bindina 


KDKATFGCHDGC 


1103 


•2GPI Ab binding 


TLRVYK 


1104 


*2GPI Ab bindinq 


ATLRVYKGG 


1105 


•2GPI Ab binding 


CATLRVYKGG 


1106 


•2GPI Ab binding 


INLKALAALAKKIL 


1107 


Membrane- 
transporting 


GWT 


NR 


Membrane- 
transporting 


GWTLNSAGYLLG 


1108 


Membrane- 
transporting 


GWTLNSAGYLLGKINLKALAALAKKIL 


1109 


Membrane* 
transporting 


CVHAYR8 


1111 


Antiproliferative, 
antiviral 


CVHAYRA 


4 4 4 A 

I 1 1 T 

1112 


Antiproliferative, 
antiviral 


CVHAPRJi 


4+45 
1113 


Antiproliferative, 
antiviral 


CVHAPRA 


1 1 iff 

1114 


Antiproliferative, 
antiviral 


CVHSYRJ) 


4+33 
1132 


Antiproliferative, 
antiviral 


CVHSYRA 


4_±J2A 
1 I Of 

11,33 


Antiproliferative, 
antiviral 


cvhsprj; 


4 4 OF 
TTDD 

1134 


Antiproliferative, 
antiviral 


CVHSPRA 




.Antiproliferative, 
antiviral 


CVHTYRS 


TTvr 

n?e 


Antiproliferative, 
antiviral 


CVHTYRA 


i too 
i t oo 

11.37, 


Antiproliferative, 
antiviral 


CVHTPR6. 


4 4*-3f\ 
r raD 

1138 


Antiproliferative, 
antiviral 


CVHTPRA 




Antiproliferative, 
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1139 


antiviral 


HWAWFK 


f TfC 

1140 


anti-ischemic, growth 
hormone-liberating 



At page 1 13, replace this paragraph, lines 13-25, with the following; 

The Fc portion of me molecule was generated in a PCR reaction with pFc-A3 using the primers 
1216-52 AACATAAGTACCTQTAGGATCG 

1 798-1 7 AQA GTA AGT ACC TCC ACC ACC ACC TCC ACC TTT ACC CGG 

AQA CAG GGA GAG GCT CTT CTG C 

which aw SEQ ID NOS: 398363 and 399, respectively. The oligonucleotides 1798-17 and 1798-18 contain an 
overlap of 61 nucleotides, allowing the two genes to be fused together in the correct reading frame by 
combining the above PCR products in a third reaction using the outside primers, 1216-52 and 1798-19. 

At page 1 17, replace this paragraph lines 27-28, with the following: 

The nucleotide and amino acid sequences (SEQ ID NOS; — 21 and — g2 r respectively) of the 
f jsion protein are shown in Figure 16. 

At page 1 1 8 r lines 25-29 and page 1 1 9, lines 1 -1 2 f replace this paragraph with the following; 

FoTNF-a inhibitors A DNA sequence coding for the Fc region of human IgGl fused in-frame 
to a monomer of the TNF-a inhibitory peptide was constructed using standard PCR technology. The Fc 
and 5 glycine linker portion of the molecule was generated in a PCR reaction with DNA from the Fc- 
EMP fusion strain #3718 (see Example 3) using the sense primer 1216-52 and the antisense primer 
2295-89 (SEQ ID NOS: 444flg§9 and +m398, respectively). The nucleotides encoding the TNF-a 
inhibitory peptide were provided by the PCR primer 2295-89 shown below: 
1216-52 AAC ATA AGT ACC TGT AGG ATC G 

2295-89 CCG CGG ATC CAT TAC GGA CGG TGA CCC AGA GAG GTG TTT TTG TAG 

TGC GGC AGG AAG TCA CCA CCA CCT CCA CCT TTA CCC 

Tie oligonucleotide 2295-89 overlaps the glycine linker and Fc portion of the template by 22 
nucleotides, with the PCR resulting in the two genes being fused together in the correct reading frame. 



P. 08/15 

A-527H 
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At page 121, lines 26-29 and page 122, lines 1-14, this paragraph with the following: 

Fc-IL-1 antagonist. A DNA sequence coding for the Fc region of human lgG1 fused in-frame to 
a monomer of an IL-1 antagonist peptide was constructed using standard PCR technology. The Fc and 
5 glycine linker portion of the molecule was generated in a PCR reaction with DNA from the Fc-EMP 
fusion strain #3718 (see Example 3) using the sense primer 121 6-52 and the antisense primer 2269-70 
(SEQ ID NOS: 4+423SS and 4448VM& respectively). The nucleotides encoding the IL-1 antagonist 
peptide were provided by the PCR primer 2269-70 shown below: 
121 6-52 AAC ATA AQT ACC TGT AGG ATC G 

2269-70 CCG CGG ATC CAT TAC AGC GGC AGA GCG TAC GGC TGC CAG TAA CCC 

GGG GTC CAT TCG AAA CCA CCA CCT CCA CCT TTA CCC 

The oligonucleotide 2269-70 overlaps the glycine linker and Fc portion of the template by 22 
nucleotides, with the PCR resulting in the two genes being fused together in the correct reading frame. 

■ 

i 

At page 122, replace this paragraph, lines 24-31, with the following: 

IL-1 anfogonist-Fc. A DNA sequence coding for an IL-1 antagonist peptide fused in-frame to 
the Fc region of human IgGt was constructed using standard PCR technology. The template for the 
PCR reaction was a plasmid containing an unrelated peptide fused via a five glycine linker to Fc. The 
nucleotides encoding the IL-1 antagonist peptide were provided by the sense PCR primer 2269-69, 
wth primer 1200-54 serving as the antisense primer (SEQ ID NOS; 44491117 and 407, respectively). 
The primer sequences are shown below: 

At page 1 24, replace this paragraph, lines 22-28, with the following: 

Fc-VEGF Antagonist. A DNA sequence coding for the Fo region of human lgQ1 fused in-frame 
t) a monomer of the VEGF mimetic peptide was constructed using standard PCR technology. The 
templates for the PCR reaction were the pFc*A3 plasmid and a synthetic VEGF mimetic peptide gene. 
The synthetic gene was assembled by annealing the following two oligonucleotides primer (SEQ ID 
NOS: 44391118 and 44341 11 9. respectively); 
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At page 124, replace this paragraph, lines 35-36, with the following: 

The two oligonucleotides anneal to form the following duplex encoding an amino acid 
sequence shown below -443 811 20 and 11211 : 



At page * 25, replace these paragraphs, lines 5-1 1 , with the following: 

This duplex was amplified in a PCR reaction using 2293-05 and 2293-06 as the sense and 
antisen8e primers (SEQ ID NOS: 44251124 and 442611251 

The Fc portion of the molecule was generated in a PCR reaction with the pFc-A3 plasmid 
using the primers 2293-03 and 2293-04 as the sense and antisense primers 44261122 and 44241123V 
respectively). The full length fusion gene was obtained from a third PCR reaction using the outside 
primers 2293-03 and 2293-06. These primers are shown below: 



At page 126, replace this paragraph, lines 1-7, with the following: 

VEGF antagonist -Fc. A DNA sequence coding for a VEGF mimetic peptide fused in-frame to 
the Fc region of human IgGl was constructed using standard PCR technology. The templates for the 
FCR reaction were the pFc-A3 plasmid and the synthetic VEGF mimetic peptide gene described 
above. The synthetic duplex was amplified in a PCR reaction using 2293-07 and 2293-08 as the sense 
and antisense primers (SEQ ID NOS, 44271126 and 4428H2Z, respectively). 



At page 126, replace this paragraph, lines 8-12, with the following: 

The Fc portion of the molecule was generated in a PCR reaction with the pFc-A3 plasmid 
using the primers 2293-09 and 2293-10 as the sense and antisense primers (SEQ ID NOS. 44291128 
and 44991122, respectively). The full length fusion gene was obtained from a third PCR reaction using 
the outside primers 22934)7 and 2293-10. These primers are shown below: 

At page 1J7, replace this paragraph, lines 7-14, with the following: ' 

Fc-MMP inhibitor, A DNA sequence coding for the Fc region of human lgQ1 fused in-frame to 
a monomer of an MMP inhibitory peptide was constructed using standard PCR technology* The Fc and 
5 glycine linker portion of the molecule was generated in a PCR reaction with DNA from the Fc-TNF-» 
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inhibitor fusion strain #4544 (sea Example 4) using the sense primer 1216-52 and the antisense prime - 
2308-67 (SEQ ID NOS; 444fl369 and 446*1130, respectively). The nucleotides encoding the MMP 
inhibitor peptide were provided by the PCR primer 2308-67 shown below: 

At page 128, replace this paragraph, lines 1-8, with the following: 

MMP Inhihitor-Fc. A DNA sequence coding for an MMP inhibitory peptide fused in-frame to tho 
Fc region of human lgG1 was constructed using standard PCR technology. The Fc and 5 glycine 
inker portion of the molecule was generated in a PCR reaction with DNA from the Fc-TNF-« inhibitor 
'usion strain #4543 (see Example 4). The nucleotides encoding the MMP inhibitory peptide were 
provided by the sense PCR primer 2308-66, with primer 1200-54 serving as the antisense primer (SEC 
iD NOS: 446 21131 and 407, respectively). The primer sequences are shown below: 
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